A 47-year old Caucasian male with 7-year history of Immune Thrombocytopenic Purpura (ITP) presented with acute onset pain and purplish-blue discoloration of the left fifth toe and pleuritic chest pain. At the time of ITP diagnosis, he was positive for lupus anticoagulant (LA) and high titer of IgG anticardiolipin antibodies (aCL). However, his platelet count had previously remained stable at approximately 40,000/µL and he never required treatment. His examination was normal except for dusky cyanosis and coolness of the left fifth toe associated with extreme tenderness. Abnormal laboratory studies on admission included leukocytosis (11.610/µL), thrombocytopenia (76,000 /µL) and elevated D-dimer (770 ng/mL FEU). Cardiac enzymes, EKG and Chest X-ray were normal. A lower extremity arterial study done prior to admission was normal.
Given his prior antiphospholipid antibody (APLA) positivity, thromboemboli to the toe and possible pulmonary embolus (PE) was suspected, for which unfractionated heparin was started. However, spiral chest CT was negative for PE. Other studies including a transthoracic and transesophageal echocardiogram, Holter monitoring, CT aorta and venous duplex studies were all normal. Laboratory studies confirmed persistent positivity for APLA, with an aPTT of 55.7 sec (normal PT/INR), positive LA, elevated aCL, (IgG>150 GPL; IgM 36 MPL; IgA 27 APL) and elevated ß2-glycoprotein1 antibodies (IgG 76 SGU; IgM 25 SMU).
One week after admission, the patient became hypotensive, and was diagnosed with a non-ST segment myocardial infarction (NSTEMI). He underwent emergent cardiac catheterization which did not show angiographically significant disease, except for minimal myocardial blush and sluggish flow in the left circumflex distribution. Concomitantly, he developed acute elevation of his liver enzymes and worsening renal function. A renal vascular duplex scan did not show renal artery or venous occlusion. Complaints of persistent pleuritic chest pain led to a lung ventilation-perfusion scintigraphy scan that revealed an intermediate probability of PE. With this constellation of symptoms with no apparent unifying cause, the patient was diagnosed with Catastrophic Antiphospholipid Syndrome (CAPS) and plasma exchange was initiated. He received three exchanges which led to normalization of the cardiac enzymes, liver function tests and decreased creatinine levels. Indefinite anticoagulation was recommended.
DISCUSSION
CAPS is a life-threatening complication which occurs in less than 1% of patients with Antiphospholipid Syndrome (APS). Patients with CAPS present with 1) evidence of multi-organ involvement developed over a very short interval; 2) histopathologic evidence of multiple small-vessel occlusions; and 3) laboratory confirmation of APLA usually in high titer.
1,2 Our patient satisfied the criteria for diagnosis of probable CAPS. 3 He had involvement of the heart (NSTEMI), lung (PE), kidney (AKI), liver, and toe all within one week, with presence of AP-LA in high titers. It is likely that this patient had microangiopathic occlusive small vessel disease of the above organs unlike the typical large vessel-type occlusions seen in the simple APS.
Thrombocytopenia is frequently found in patients with the APS, with a reported incidence of 22-42% in different series. Indeed, it has recently been suggested that thrombocytopenia might be considered as one of the clinical manifestations of the antiphospholipid syndrome. 4 Putative mechanisms include direct binding of APLA to platelet phospholipids, concomitant anti-platelet glycoprotein antibodies, and platelet activation and/or damage leading to accelerated clearance. Conversely, a high percentage of patients with ITP also have APLA, with a reported incidence of 25-75%. However, the clinical significance of this observation remains uncertain. Stasi et al. 5, 6 found aCL and/or LA in 46% of 149 patients with newly diagnosed ITP, though the rate of thrombotic events was not higher in APLApositive patients. Because of this observed lack of clinical association between APLA and ITP, the American Society of Hematology ITP Practice and Guideline Panel did not recommend routine measurement of APLA in patients with ITP. 7 However, two subsequent studies have reported an increased risk of thrombosis in ITP patients with APLA at diagnosis. Diz-Kucukkaya et al. 8 followed 82 patients with ITP and observed a much higher thrombosis rate on 5 year follow-up (60% vs. 2%). The risk of thrombosis was strongly associated with the presence of a lupus anticoagulant. No differences were found between APLA positive and negative patients in terms of ITP characteristics and/or response to treatment. Similarly, Pierrot-Deseilligny et al. 9 followed 215 ITP adults for a median of
